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Preparation of isoxazole-containing thiourea 
inhibitors useful for treatment of varicella zoster 
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AB The title compds . [I; Rl = halo, H; R2 = alkyl; X = II, III; R3 = alkyl, 

cycloalkyl, hydroxymethyl, etc.; R4 = alkyl which may be further substituted 
with (un) substituted Ph, cycloalkyl, pyridyl, etc.], useful for inhibiting 
replication of a herpes virus, were prepared E.g., a multi-step synthesis of 
1- [4- ( 4-benzylisoxazol-3-yl)phenyl] -3- [1- (4- fluorophenyl) ethyl] thiourea (IV) , 
was given. Seventeen title compds. I were prepared as described for IV, and 
tested for activity as herpes virus inhibitors (IC50 values against V2V, MTS, 
CMV, HSV and RSV were given) . 

IC ICM 0070261-02 
ICS A61K031-42 

INCL 514378000; 548240000 

CC 28-6 (Heterocyclic Compounds (More Than One Hetero Atom)) 

Section cross-reference (s ) : 1, 63 
IT 736982-12-OP 736982-13-lP 736982-14-2P 736982-15-3P 736982-16-4P 

736982-17-5P 736982-18-6P 736982-~19-7P 

736982-20-0P 736982-21-lP 736982-22-2P 

736982-23-3P 736982-24-4P 736982-25-5P 

736982-26-6P 736982-27-7P 736982-28-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of isoxazole-containing thiourea inhibitors useful for 
treatment of 

varicella zoster virus) 
IT 736982-18-6P 736982-19-7P 736982-20-OP 
736982-21-lP 736982-22-2P 736982-23-3P 
736982-24-4P 736982-25-5P 736982-26-6P 
736982-27-7P 736982-28-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of isoxazole-containing thiourea inhibitors useful for 
treatment of 

varicella zoster virus) 
RN 736982-18-6 CAPLUS 

ON Thiourea , N- [ 1- ( 4 -fluorophenyl ) ethyl ] -N * - [ 4 - [ 3- ( 3-pyridinyl ) -4 - 
isoxazolyl] phenyl]- (9CI) (CA INDEX NAME) 
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CN Thiourea, N- [1- {4-f luorophenyl) ethyl] -N ' - [4- [3- (4-quinolinyl) -4- 
isoxazolyl] phenyl] - (9CI) (CA INDEX NAME) 
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CN Thiourea , N- [ 1- { 4 - f luorophenyl ) ethyl ] -N ' - [ 4 - [ 3- { 4 -pyridinyl ) -4 - 
isoxazolyl] phenyl] - {9CI) (CA INDEX NAME) 
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CN Thiourea, N- [4- [3- {4-aininophenyl) -4-isoxazolyl]phenyl] -N' - [1- (4- 
fluorophenyl) ethyl]- (9CI) (CA INDEX NAME) 
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CN Thiourea, N- [1- ( 4 -f luorophenyl ) ethyl] -N' - [4- [3- 
isoxazolyl] phenyl] - (9CI) {CA INDEX NAME) 



(1,2, 3-thiaciiazol-4-yl) -4- 
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RN 736982-23-3 CAPLUS 

CN Thiourea, N- [ 1- ( 4-fluorophenyl) ethyl] -N' - [4- [3- (2-pyridinyl ) -4- 
isoxazolyl] phenyl]- (9CI) (CA INDEX NAME) 




RN 736982-24-4 CAPLUS 

CN Thiourea, N- [4- [3- [4- (dimethylamino) phenyl] -4-isoxazolyl] phenyl] -N 1- { 4- 
fluorophenyl) ethyl] - {9CI) (CA INDEX NAME) 
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Thiourea, N- [1- ( 4-f luorophenyl ) ethyl] -N ' - [ 4- [ 3- ( 4-hydroxyphenyl ) 
isoxazolyl ] phenyl ] - (9CI) (CA INDEX NAME) 
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Thiourea , N- [ 1 - ( 4 - f luorophenyl ) ethyl ] -N ' - [ 4 - ( 3-phenyl-4 -isoxazolyl ) phenyl ] 
(9CI) (CA INDEX NAME) 




736982-27-7 CAPLUS 

Thiourea, N- [ 1- { 4-f luorophenyl) ethyl] -N * - [4- [3- ( lH-imiciazol-2-yl) -4- 
isoxazolyl] phenyl]- {9CI) (CA INDEX NAME) 
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RN 736982-28-8 CAPLUS 

CN Thiourea, N- [ 1- ( 4 -f luorophenyl ) ethyl] -N ' - [ 4- [3- (2-hydroxyphenyl ) -4- 
isoxazolyl] phenyl]- (9CI) (CA INDEX NAME) 
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2004:581022 CAPLUS Full-text 
141:292118 

Thiourea inhibitors of herpesviruses. Part 3: 
Inhibitors of varicella zoster virus 
Di Grandi, Martin J.; Curran, Kevin J.; Feigelson, 
Gregg; Prashad, Amar; Ross, Adma A.; Visalli, Robert; 
Fairhurst, Jeanette; Feld, Boris; Bloom, Jonathan D. 
Wyeth Research, Pearl River, NY, 10965, USA 
Bioorganic & Medicinal Chemistry Letters (2004), 
14(16), 4157-4160 

0960-894X 



CODEN: BMCLE8; ISSN: 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CASREACT 141:292118 

ED Entered STN: 21 Jul 2004 

AB The preparation of a-methylbenzyl thioureas and their biol. activity against 
varicella zoster virus is described. Several analogs demonstrated IC50s <0.1 
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IT 



IT 



RN 
CN 
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|iM and their SAR are discussed. These compds. represent a novel class of 
potent and selective nonnucleoside inhibitors of varicella zoster virus. 
10-5 (Microbial, Algal, and Fungal Biochemistry) 



62-56-6D, Thiourea, derivs . 
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273392-82-8 
273395-10-1 
273395-30-5 
273395-55-4 
736982-19-7 
764723-10-6 



273389-92-7 
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RL: BSU (Biological study, 

(thiourea inhibitors of varicella zoster virus) 
736982-19-7 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(thiourea inhibitors of varicella zoster virus) 
736982-19-7 CAPLUS 

Thiourea, N- [1- (4-f luorophenyl) ethyl] -N' - [4- [3- ( 4-quinolinyl) -4- 
isoxazolyl] phenyl] - (9CI) (CA INDEX NAME) 



unclassified) ; BIOL (Biological study) 
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